AMiKSDMENT AND RFSPONSE TO OFFICE ACTION 

Ammdmmt 
In the Spedficadoft 

Pl"ioean e-m ihi- p.u..yi;'ph on svlv I(>, It:-- 2^-:n as follows' 
As used hoji.in " niirianpuai" disc t'ucoinpassos pliainiaccuiiculiy acccpiuSjlc, 
pharmacologically active derivatives of milnacipran inclutiing both mdividual cnantioraers of 
milnacipran (dcxtrogyral and kvogyra! cnantiomcrs) and their phannaccutically acceptable salts, 
mixiures of milnacipran cnantiomers and iheir phamiaceuticany acceptable salts, and acli\e 
nK-tabolitc& of'fniln;.CipTan and their piirinMaceuUfa^'v ,j ^'P'.-h''. ^.tlts, unless othL-rw ise nvifeJ 
In one uiTibodimt.nl, milnacspran is m ihc (bPii of a thc i.4>cu:icai]v txjiuvalcnl dose ofpara- 
hydroxv- milnaclpran iF2782) or pharmacctiticaUv acceptable sails thereof . It is understood that 
in some cases dosages of cnantiomers, derivatives, and metabolites may need to be adjusted 
based on relative activity ofthc racemic mixture of milnacipran. 

Please amend the paragtapli on page 21, line: 1 3-15 as lblIo\\s- 
The amount of acti\ c agent released in each doac wdi be a iheiapouUcaily effective 
amount. In the case of milnacipran, the total amount in the dosage form is in the range of 
approximately 25 to 500 mg. fn one embodiment, the com p osition contains 25 to 500 mg 
milnaci pran and iOO to 60 0 n ig of modailirl 

Plca^t.' amend the paragraph on page 32, 1-rc '^^i- page 33, line 7 as follows- 
\ (sii pio\ idod whcK'in the once a day puisainc release dosage form is packa^^ed to 
pfo\ fde a method lo con\ eniently begin dose titration at lower doses, for example, beginning at 
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35T"ng. i^radually increasing to 51) mg. 75 mg, iOO mg. 200 mg, 400 mg, 500 mg, o\ er a period 

janjifng iVom ihrcc da>s up to 16 weeks. The kit wlwfeifl-the-paskagifl-g-fji-ai^rki may be 

paci .t.iicd n ito\, bottle, bhstei pvjckayc, uay, oi card The kit v\ ill inciudo a package iii;seit 

insiiiii^lmg ihc pabcnt to t.'ike a spcatlc dose at a specific time, for example, a firs} ilose on da>, 

one. a second higher dose on day two, a third higher dose on day three, atid so on, until a 

maim cnance dose is reached. In mie embodtm e^^^^ insert instructs the patient lo take 

the fomiti iatioa once dai ly before bedlime. 
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